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(57) Abstract 

A protein containing a specific amino acid sequence which binds to IL-18 and thus regulates the physiological actions thereof; a DNA 
encoding this protein; and IL-18 regulators and drugs for sensitivity diseases containing the above IL-18-binding protein as the active 
ingredient. 
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5 tt«fa-» 

> - 1 8*S£«eaHcM*-3. 

10 < >-?-D^>- 1 8 («Tv r I L-1 8J i*Et5. ) li, 

8-2718 9-§-&$Ks teMT 8 - 1 9309 8 #&$8&tf n JU* • * 
A=7 6 r*-f * - J s g3 78i^ $6, 5 52f, 8 8 752 9 1 
I (1 995*) l:ieh3J:5l:, I L - 1 8 lis »JIS«K r -f > 
15 ^-7xP> - rifcaSH^- ( I G I F ) J iPJftSftr l^fcAK 

*> > ^< -r - ^«>7t-6 rif • y^-tji/ • *y • A/ny-j . mi 5 

6m. 4, 2 7 4 7^14, 2791 (1996*) t fe (t S tt* (C L . 

•? T . r I L-1 8 (-f>^-P-f=^>-1 8) J iiffi^SJ:? 
I- ft o „ T>^X-^yiJn- hAV>irf • t'f h^O-/\> 
20 K7.y *J , Sff3JKs 7A?5-^-yi/X'iJ$f7 K»fir. 4 6 5 
^14 8 9 HlClBttS tlTU5 <fc 5 (C . ffL3k2L<D I L-1 8 14 1 5 7 {1 

>f>*--7in>-r (JslT. r I FN-rJ iBSIB-rSo ) <Z>ilifc£ 

25 ©4,(DO4iSSg^t5ttl*iiLrU5 0 d ft 6 © 14 Jt tf> * I;: * I 
L- 1 8 (4 *t X »K ttSffK ftllEtt&iK 4ftft36geJBL»J&«if<OEai 
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5 t, i L-i 8at*M<DflKrt-ca*ifcft£**ifcy , ^n^giiii: 

*&$&SE£Jfc*iKJBT« BT1H14a«a« 0 Witt, t#HS¥ 1 0-9673 

o#&tt& e «fc 5 ic. fti&osnj&ii* «t4imsB u $t 

t;geJ6g«10lfiK I L — 1 8 ©fcfc L'-UUlcfc^T. fli^^«t 
10 l J C <h L "C 5 „ CLOCilis I L-1 8^$%l(Dj^ 

&©&jSE ICit^Xlira^lclll!-^ LT ^5 C <h S^fS^ Tl»5„ L 
Tx Jtl^Cfe^TH:, I L — 1 8 * V> 4) <D (D m M&WPmmibiZ 

*Q*T, I L - 1 8(O^Sftffl*«JflJ1-«^«At-^lJ4,^L< »B^$tls 
£JS it * ft 5 C <h fitgjQ $ ti T l» 5 . 
15 #t ri* 5 ifc (c & * , c <D&W<D& — ©SSSli, I L - 1 8 4>&Sffcffl 

iSMT * C t IC&3o 

20 *p^.r. c©56B^o^ = ©ng(i s m-f}\z>®n<D i l - 1 8 9mu*j& 

<* 6 IC All * T x COlSB^(DmEg©ISa(±. XfifrZ&Mto EMS, i: LT 

5SB^Ogg^ 
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tt^S-aB-<rc «*: C 5, * (D*» ttS 6 S?T» £ U , *JK $ ft Ac «J£ "C 4> I 
L — 1 8 L v *©41^1SSlC?P$i]t5C «t **m Lfc. $ 

5 6(C Wt< LT^SASttliS.* ftfc I L - 1 8 JfS ^ m 6 5S I* , t h 

C©HB^(i N gfilsm-<^l*S&, E$USU:fel?3ESJ*# 
10 1 &tf 2 (C^f \.*?tifa<D7 5 y S?E5UO^§IJXtt-§3S^^t-3 I L 
- 1 8*S££a«£*I<af 3 C itJ: y&¥2fef34><Z>T»&3. 
3 61:, c<D«afl(i, ntlf5^-©l*ja^. »i^5l L-1 8«^Ifi 

15 L - 1 8^^S6S*tf t5 I L — 1 8»iJB*ft«t«uttJ:y 
20 

Btfcl^Ts fP7h^7AARtf^P7h^7ABI4, *ft^ft, h 

25 -yyr^So H*, 17bS20li> *ft*?ft, T 5 / SIE^J £ ft?#r L fc 
PR* 1 7b M 2 0©j§tiHig£^ LT 1*5, 
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4Bltt. t^x4*o I L-1 8*g^SSS5^=i - KTSttSEJlJ 
S*fc«»*DN A<0«tifi*^-rftiJI«B3mi!iH-e»S. 

EFH18BPH6 cDNA t h E*3 5|5© I L - 1 8 

afc c D N A 

EFM1 8BPH-MK2 cDNA "7 ^ X * $ CD I L - 1 8 *S£ 

mase^^- kts*seju 

Srtt; c D N A 

10 EFIorP SISfl yp^--?- 

o r i 
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(is I L-1 8ttt^t«C<fctJ: o r *<0^aftffl *WHM"T SttKt , 

-18IS-£g65?l*. I L-1 8l:^ffl4tt54, I L - 1 8 ©ft afl*] 
«t^31ftffl-C»5, a«IIS(cfel»r I F N — r<DM£.&Wsi£>T : £> 

20 ttJflSWMTS. 3?fc* StlM L- 1 8»£«a*tts I L-1 8t|g 
^3 tt« «h, I L — 1 8©^.S^ffl{c«fc 5 + 7-*Blfla©JSfflflaiSi#tt©lg 
*7-»IIS©£jfc«>RS*S«i1MT3«£j&ta3. I L 

- 1 8&£3&ff (iE$U«U:*3(1-3E?iJ«-§- 1 &tf2 t^tl'fh*© 

25 1 8e^lfiSli, g|J#7 $ y KE^iJt LT , E^IJ^ (c ft It 3 E9UV-9 
3 fc^f 7 5 «/ME5U<D£gPX(±-fflJ*s * fc , v^X**© 
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I L - 1 8tt£fi&K(*£SJ&(c*3(*5E&J*43-2 4 1 I:^t7 

5 j m&.m<D£W5L *#i*n**-r s. co^afl© i l - i 8 

^ 6 5f (i . i^itli&ft fc^TIi, ill?, "^^ttiSmSSf 

iLT#SL> 35c8!l#:?£T© S D S - # 'J 7 ? 7 $ K ^ 31 £i & 

5 u («t, tsds-pagej <t m& f e r « . ) zmmrzt. ft^m 

«40, 000^)160, 0 O O ^JU h >iz I L - 1 8f&£flge& 

planus, rasiJSv is#iSfflfls. mi&m. v>jm. wmmssR 

t5©r«tilf, CO^QJOI L - 1 8«^I6«ft3-|*t5DNA 

IC&&*DNA£ffi£iS/B-*-5<&jb^;f:lJ-C&5. d©»W© I L-1 8 
15 tt^«S«*=3 - Kf 5 D N Attx E5U#-5§- 1 ^iS3 1 (C^TTS 

E^J(Cg^£flt¥l3ioafE^£&£T3 C <t (c J: y*f3Cl<hj!><T?£5. 

em*, c<ommo i l-i 8«^«sK*a-Kt5t h d n 

A(i, EJijaictelt 3E£iJ## 3 2 tc "Tig SE5U 3U* — 

*fc, v57i3t{0O N Aliv E$]&{;:fc(t2Sai*-&3 
20 3 {C^t-££E^J<3^gl$X(±-g|S£^ft^;h.#;ff -f 5. «*5DNAt 

1-3 c ilc J: y . I L- 1 8*g^seS5 2ri^iRS'Ca±-r So 

Wlto&XVfc^VM&mt LT (i, flm*. 3T3iliS (ATCC c 
CL-92) , C 1 27 I SfflflS (ATCC CRL-1616),CH 
25 O-K (ATCC CCL-61) , CV-liflS (ATCC 

C C L - 7,-0 ) . C O S - 1 *Jfl flS (ATCC CRL-1 650) . H 
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eLaISS (ATCC CCL-2) > MOP 8*BIJ!S ( A T C C C 
R L - 1 7 0 9) 6<DSE^;&£i£A& <hT 5, tK +>-JU, i O 

<btiZo '&±%9&&<Dfc±<z>M;#.m£ LTit. mmm. mm. iisw 

±IB©C* <!: ffSidSrffl C (D&ty<0 I L-1 8*S£-me5e£lBKf 

*s*t. atiB. aum, aaa** w * >&&<7 □ h ?7 

**fc6tdii<*5. * flifcp. Am. WM. BM. 'km. 

5£tt©iiftc mm<Dmmt. mm*. 7 u ju^xdj: o iz. m 

±*tH*©4>©£Att* fcl**«»S&4fcHiat«A Lfc«^lc*«**ti 

5. i E$fegE0SJfi leaser ii, @f o*fl)titsn§^ 

25 COftfW© I L-1 8J£^S6SI±^ fta5R*jS14fkr5 I L-1 8 
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ts^gnst*. c©«gj© i l- i 8W£9a9ttf&&x(iDt)& 

vtiz K -5*5. ^-^ x -y h C R STSiP, *)»X«XtS Jfc 

HtSs Z.<D&W<D I L - 1 8i|sS^meS(±. I F N - r ©&*])!£ *>i& 
JHJft^&^^ifiH-r ««[JflUt*> a -/*©>£*•■*!» lc**JBiTfc«. * 
fc, ^^rtlcfcUT. I L - 1 8tf F a s U ^ > K © fi± £ ±i3£ L tc U . 
20 F a s V K*< I L - 1 8 ©WHS 6 ©#2&*R*T 

C©$6W© I L-1 8*S£-mfi®(*> Fas £.tfF a s U 1S 

©««W© I L-1 8f££-££X(;l:« JU^ttJffifc, T JU n - 

JUttlFFifc. + *tti!T3fc. «l£lffjfc. t7 4 jU X 14 AT B ft . T;i/=i-JH41ff 
25 4^ 14 Iff 51 ft. BI>+14Jff5f ft s HlJfclff, AT UK ill m &. Zf Iff JftL W R * 

ft£©Jff£SU HWSfc* SII^, KSfeteaHbttl&ffifcs BaaBB&tfBI 
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M*fc£©M ■ EiiatJBu mi**?^ tn&ft&. mmz^-£* mm 

WtL&s WJSK. HE. »*U 

5 mm r z Jam * $> z . *or, « a ar . 7 □ k * ^ 7 * u > s f^yu 

> , 7Df7-hs IFF <?M^juiJ*> s i?^nnttaii; 

^ * > , 7 7 U > . -> 7 - / — . — 7xn>» * $ > B , . 

£ > B 2. 5 > B tf * 5 > B , 2 , ft^hS, 'h3K*B»* * 

'J ^JU V *>fc «5f©Jff»IWflD*<l6*iEil|-r «*»J*«fffl L T 4) «fc l*. 
in AT* I L- 1 8i^l6K(^ Aifiu dEJditt'bffiaEx B3S 

isifiu jB&ttK>i-niflk jib jg spji $ ifii h & «* h> he * « 

£3o 8ft < LTs mttolfrfti: LTI L — 1 8g^S6SSt^ t5 CO 
»9JflDtt*ft1406JftiHI*» t h *(i CHt>ii t Si«?Li*#l(Cfcl7-5±IB<D 

25 (CtBSSft. COSfeW© I L - 1 8IS^SfiS*0. OOOO 1 JiS 1 
00% ( w / w ) s Sf L < [i> O. 000 1 ^120% (w/w) £ 
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^ "C & 5 . 

icty. i L-i sii^assii-ttiisi^o^awics^sstis. 

(i\ ttttftk ±gS8"K KK&U *je»U Rm&k 

5 Jtaak ftstfk *Bt(6i:T, «<o±3asi±**© 1 xt* 

Ifil >W Til-? 5 =7 ^JU=J-X, ->a^P-X, 

Lrt±, #1J;L{*\ TXtfU>. 7^7itAi, * 7 x v^P 
7 x v * . 4 > K / * *> > * h;i/^^>x ^^D7i>. h7"P 
7x>, 7i^Jl/7*^ , />> **is-7 * ffi&lfXflk 

* □ P*>»iM&£fl!>ttifc£»k FK506. □ 7 * 3.7 r S 

15 H > TV**-?*) >, * h KU^-tz-hx U>As II W& 

« /i? ^ ft ffifflWfflls *6lc(4. I L-1 8&tfl L-1 8« 

^CD+M h±i-f >©S^^T>^d'-X 01 2. Hk 4>*-P'f*> 
- 1 5§«:SfiS, 4 >^-P^>-2§^*SfiK< 4 >*7- P ^ 

* > - 5 o^-p^>-6S§«as, ^ > * - 

20 P 4 * > - 8§§ftlfiS, ^>^-P-f^p>-1 2g§ftie«&^ 

TNF-aS^ftv TNF-/3S^^s A > * - P 4 * > - 1 ® 8 1* . 
4 >^-P-f+>-5©^^. -f ^^-P-f + >- 8g§ftSD t I L- 
1 8Stft:(:iit5*n?no7>^d-^K $ 6(ulis -f > * - p 
25 -< * > - 1 . ^>^-P^^>-2s 0-7-P^>-5> -< > ^ - 
□ * > - 8 . O'S'-P'f =f>-6v -f>^-P-f+>-8. 4 > ^ 
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- □ 4 * > - i 2&tM >^-n>r+> - 1 sierra, t Mtta#£ 

£ k * ft*: ft ©4a* *<*lf 6 ft 5 . 

seic, c:<D£B;]cDit$si4£m8ij{±, » as m & & jib o as sn * *> q& 

5 1 131 iJ©fflIXI±t06»fg (4^^T) ^L<(i*OiW» (1/4 

9?s*»!K u=/>hffl. u^^-t^k stx + ^ai&tfp -*> 3 >m 

Ptttt*tttt^&tfSi5ll»J*h LT* J:l*. C©£EE<0*tJ&£14 

*ttlc4»J:**<, A & Utile 14, mm<D&'ttVik5-ik(Dfe'& : 5:Wl& Lfc*< 
6. JSASUftl « g / EI7*5 1 g / 0 s 111 O w g / 0 7?>M 1 

OOmg/0<DI L-1 8*S££fi5S£ 1 755 4 0/3X14 1 745 5 0 

20 ST, JBrtrtXI*»IKrtlc*«pa^-r*i(* 

& u: fc u r 14 , coftWODNAfcs u hn-^^i/x, 7?/ 

•*>r jbx, 7^ y B6<¥^ <f X & <h* <D ^ 4 ;UX*3j50>^^ ?-ic*f Af 
25 3 t) * ■* - v <7 # 'J "7 - BI Ife ^ Si V * V - A <fc* <Z> "J # V - A (C 
SSL. COttJKT I L-1 8jt^«HKlcj«ft14*^r 5*«Uc*Jfi 
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<*#-C*A Lfc«» «#U:e*»af3<DT»3. «< LT, C<D&W 

&mm. 'h**fea*. rssaaijtsjm/w = ^ 7 

JUUP->U-X itfiT'&ao&m&ttrJ * l 996^^ $±ti^fflc 

«**(ctei»ri*. »r^5sisw(*#a^a(cgk«^rfliT»«. jk*%s 

» ? * 7? 4» ft I* . ft fc » CC^i^CtSSfigOl L - 1 8 tt^flB I* * 

15 LT*IJ3eLfc. 

tftbi, I L - 1 8S§«=ia - CtSDNAif t-f - - X/\ A 
**-a*a3l5<DCHO-K 1 mm (ATCC CRL-961 8) IC 
alAtSCilcJ: o T\ I L - 1 8 # A^ilifflflS^® (CigfiJ L fc 

mgkMm&mmT z>o mm* o. i%( w /v) yyfttMj^A, o. 

20 1 % ( v / v ) »7*>iflL>t 7 JUT" S 1 0 OmM N-2-tKP^r 

^ ^ ju e ^ > - N ' - 2 - x * > * > a * * *i# t; R P 

M I - 1 6 4 0*gitf! ( p H 7. 2) &HH L« C ft £ 7 -v iz /ijigifci 
T5o Sfcl^T, 0* <fc L T s 7 -fe-f J: y lS#KLfei(H 

1**4 £5 O ju I i'J, C*i(c7 7i2^ffl^^lcJ: y igJ:^*R L tc ' » I a 
25 a I L-18$50y IJl^^ 4 "C "C 1 1$ H «a L fc . 7 -y iz 'f ffl *g 
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iu I tax. . 4 °C "C $ 6 (c 1 B^PaTtga-T 3. 1. 5m I^S>lJ@ 

£ 7 * ;U 7 * U - h / ^ * * * 7 * U — h jR jfc ( g»±k 1 I 1) * 
20 I £ y , *©±W{i:S!l*«IIIS©»i»**a« 4"C-C5#M 

5 »y. 11>-vhr?>*- (jaa* fARC-300lJ . 7P^^3^^ 

*tss) ic«t y »*nj8sa**3BjeT«. em it , >** i am i l - i 8 

t t 4> (c*}£l$ I L-1 8^5^1)^51 (£&Aft!t£IZ) 

r it h (flgfg^ig) s-tti^tittit, d*ie>ftKi*E<t 

^anc»«-r«. tLT, Kilt IS. i&S^E&tf #M#Jlifl®MEU:fc^ 
JlLfc. 

mmm c % ) = — x 1 o o 

15 

HJfe^iJl : th^oi L-1 8*££^e« 

<3gjfe^ij 1-1 : i l - 1 8*?i<&m;&n<D"m$i> 

A^3 I «MliLfctt> 2 OmMJftBttffitt (p H 7. O) (c*tL 
T 4°CT2 O^nSti Lfeo S#Trt>fc£}SS& L. :ft*ft6*i:»20 
20 mM*8BSfg?ljfc ( p H 7 . O) IcJ: yf«{bLTtel^fc77< =f^ - 

iz77D-76MBJ . 77«> t A • 7t J^i>7 • ;W t x 
*t«36) 230m I 0*7A|:||LT I L-1 8 ijg § SI £ B& it i± 
L»s ^7AJ20mMj«Slif!a (pH7. O) I: J: ijjf Lti, 
25 O. 5M N -7-b^;U- D - <f Jl/ =3-9- 5 5 2 O mM»BI« 

tS>£ (pH7. O) £iI>fcL-?0, ^ A fi\ 6 <D $ ffl & & — 3t S 1" O & 
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&i%SiWft<D I L - 1 8 £7 -y -fe >f (C«fc Ul^fclt* 
I L — 1 8IS^l!l*tB«>6#ifc11[^*^ — L. 2 OmMMKttffitt ( p 
H7. O) t«LT4tri 6B*M»*TLfc. Stf ft £ & & L , 

5 MLfcfc* »6^i:»20mMJ*M«* (pH7. O) ti'Jf* 
fbLrfcl.*fc4;i->3fcJfl*n-7 9 7 < - ffl^fJU 0* T S K — 

gel DEAE-5PWJx3HV -**5fc£*tSit) 5 4m I 0^7A 
(Cllfii ig<b7" h U 7 A<Dii£in 00»MT0MA>60. 
MW(c±#f Zi&ib± MJ'7A<D;«j£4gSET(CT2 O mM«K|gfii>ft 

10 CpH7. O) * 2 m I L. t&it± h 'J "7 AiiAitO. 

2Mf*ifi-C*tti LfcW#S«Si Lfc. 

d <D®#£lgSiSI{S L fctt* &6>«* £to2 OmMgtn-JtJf ttffitt (i-U 
Tx rpBSj iu?, ) ici y TWA: LTteufc^^ai^n ■? b <f 

=7 7 4 -Mf )l FH i Load Superdex 200J. 

15 T v •> * A • 7 r v •> T • /W * ^ * ifc £ *t IE 55 ) I 20m I 

^-ICfcltS^flAWO, O O O -SOU h Lfcc £ 

©«rfct»6ti>cIB»*»6*x liifto. 1 % ( v / v ) hU7JI/*nft 

20 * TV y d a c 214TP54J , t^l/X • O^-tv/atil 
#Se£tt«JB) 4m I Ulfcffi L * TM h - h U JU»**<0?f (v/v) 
i»690X (v/v) *Ttt«fl«j(;:±#H-«7-tzh=MJ ;U05i«J££lE 
TCT*7Ato. 1%(v/v) h u 7;u^-ntt»*J8**ii*Lo 
o . ^j7AA»60*Uia*- ^Sf^5)-®Lfcc «■ * ffl IB # © t L-1 

25 8«^fl6*lWIEIt^7 -y Iz-f ICJ: y W-sfc^s I L - 1 8 

7-bh-hUJUi»Jt^70% (v/v) #iaT?3SfflLfcjB»* 
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liLtiC5, t S E*J 3fc *f £H L-1 8m^Wt&Mt<#}3 

*<D'&. C(Dmm I L-1 8ife^S^S{CO^, h U-f h-JU 

#STOSDS-PAGEICiy^^I£|j5£LfciC5, ft40, O 
5 0OJ!iI6O, O O O h I L - 1 8 3 

h*^a^sn/c„ $fc. *»E3r ^ <7*>& u^> Kit? ir-7 * 

- h • vt-A • ls<7?-> -1277 P-X6MBJ Ic ® jH T 5 Cili, 
*0iJ© I L-1 8&££a Atfttsa c iSSLtl^. 

10 <H^^iJ 1 - 2 : N^«T 5 J KS5?IJ> 

^JifeffiJ 1 - 1 0^^t±y»fc»8l L-1 8«^S^»«»n>SI8 
ttlci UKiLfc^, 8 MJSi{i&tf 1 O m M E D T A * t n^rtlt^ 

rso. 1 m h x-igKigsi)* ( p h 8. 1 ) {zmm l, bj*«siet* 

5 0'CT?3 0»ra«llL/c. v*^ * h U 'T h - A/ £ ilS An *. v 

15 tt*«aCT. 5 0*0 77 2 «f(Wil7cLfc», S*S«J IC=E / 3 - K ftll 

£*n;L^ SIT, B* pftlzT 3 0#IVJ£lfc;£ t£T I L-1 8*££-SS«£ 
7 JU * Mb L fc . 

?§ 6 *i £ 7 * Mb #3 (C v>" K H h-Jl,#ST(JDS DS-PAG 
ESlfflt5cil:,t:or» ; flii)4 0, 000^160, 0 O 0 ^Jb 
20 h >«;:ffii!iT3aaK*#liL. JSI«, »aCLfctf,T, #8lLfc I 

l-1 8«^ae«o;t>K*pvD FBi^is^a, ^oisynf-f 

- > +f- - ( ffifl * f473AiJ x -7-7=7 4 K -yHt->X7A 

tco -Z <D «* A s % JfetfiJ 1 - 1 ©^StiyftfcCOftWC!) I L-1 8 IS 
25 ^SGSI*. N*«S7 5 J B£$ij<h UTs E5U*(;:fc(t5EaJ#*3U: 

*t7i; ^tt LTU5Cifi^jBflL/c ( & fc . T X a a J (4 
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<mmm i - 3 : h'7 7 e>^> 

5 24#s 451^145 51 (1 9 9 5%) tlB«* Hfc T 4 > • V )l, 

• ^^^i7-> 3 >^j ictu, mmm i - 2 ©^stj: y jstutju^ 
-7is>m<kVk<D'*-?7- Kv-yy**n^tif^*"r*i«k*cc^ h yy-> 

10 >^<b(C«fcy?#etL/c^y^KKfJt9^M2 0©T5 / SSSe^J £ * *i**t 

felt 3ffi5U#-^4 7iS 2 3 l:St7 $ y KSTUS* Lt^5 C £. *IJ W 
Ltc (&fcs TXaaJ (i 5fc Is] £ © T $ J KT & 5 d <fc£S8fc Lt I* 
5) o C <D <h 6 Hfc^y^ K v y 1 

15 

<mmm i - 4 : i l - i Bwmftm> 

^gfeii8S&D ( I L-1 l«*OU >M-5*S 

U'laiftAa! t h I L-1 8 3: tf^ I FN-rOllD a niLT*ii 
iLW±m®.Fft afc 6A^Lfc«USfch- I FN-r (Gg02-90 1 - 5 
20 3 0) ***i*tiffll*fcia*H±, »lBa«1H3 - 3lctel+5 il^«l{cK 

*<D^m. Ml© I L-1 8i^«SK^#t5i, tM L-1 

©I L-1 8«^S^SAt| L-1 8cD£3Ift:ffl£#iJf|ill-f 3 d i «r^L 

25 
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mmm2 : t \*&m<o i l - 1 se^seisa - ktsdna 

<HJte^J2 -1 :th4*OI L-1 8g^i6S$3-h't5DN 
A> 

<^*fe15iJ2-1 (a) : thi*OI L-1 8i^Sfi)tia-Kt5 
5 D N A<D*M£E?IJ> 

/* V ( A ) ttiQ t h IF It RNA n->f vffi) 1 OngCI O 
X P C R«9jjft2 w I v 2 5 mMigfb *"?*->t7 A2 /i K O . 1 M \s 
hl/-f h-^2u Ik 25mM dNTP?7^^1 y I > 200 

10 ^ • * U i >^;i/*|ESC^tt»JS) 1 u I 5 wMv>^A-^^ 

©ig^^SO. 5 m ISfiJfif tty, 42°CT50#RJK 7 O °C T? 1 

* tt» *~^hv>KcDN A *£fc£Jfc«*» fc. 

15 C ©SJt54ht(*:»ifC 2 . 5§lOi^/-^i3M»»t h'J^A 
2ju I ti^tlJP^K -20tr2^r^iLtcDN A £>±if63 tt 
fc. L , 75% (v/v) Tkttx ? y -JKC J: y Lfctt, 

jfSMIiSTklC^JIS L . 2. 5l&/u I DNAIU ( na £ 

f^P-> KP f u^ij ^7-1fJ s XF7^i/->ii£) O. 5 w K 

20 1 O n I 2 5 m M dNTPi'yni u I 

AnAx 3 -fe >^y=7>( v- t LT v E5U*U:fcl*5E5U##3U: 

^t7; / M&miZ&'3 gitm&fS. Lfc 5"-ACNCCNGTNWS 
N C A - 3 ' 7?^t?^n5JS£E5UcZ)^- ij J^^Utf Pi, 7>^-tz 

25 U: £ -3 §Mb ¥ J3t L fc 5 — TGNGCNARNACNACRTG — 3 
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: J$.mm®*-e±m& 1 OOu I tit. C©;S£!fc£94 0 C. 4 0°C& 

£ 4 0 UlttaS LT P C RSfS^ttfc. 

PC Rj£!fel <k y . fltau: Lfctf o T* 1 % ( w / 

5 v) 7f P-X^JH7?S3cilt5Cil:J:orDNAi)tS^IL, 
-f P >K(clGs^ L . 0. 4N*B{bt hU'JAtJiUltL, 2 X S 

S C [Z «fc y 3fe» L . **£Lfcfc» 6 X S S P E x 5 X -7* > /\ JU K jfc , 0. 

5% (w/v) SDSStfl OOug/m lgE1£-*>7-*i^DNA£*;h. 

ftlt^tSyUA^'jy^-yaVittaillv 6 5'CT 3 t$fS3 
10 4 =*.*<- V Lfc„ 3J$. IStlCLfci^T, EBUElCfcl* 

#3 Ul^f T 5 / KEJUlcScJ* 5 " — GGRCANGGRTCYTT 

- 3 " 7?*:b* *l«J»«E5U©3J-''J =J3? $ U**- K Sfb^Jfc Ls C ft 

£ [ r - 32 p] A T patfT 4 # y 5? ? U jj-^- K *7"--t? y Rl&tt 

guars c iicfc 9 ryn--/*««Lft. wie^-f □ >««aat L/t 

15 7 p U/\-f^y^*'fif-^3>jft{CC(D-/P-^&1 pmo I An*, ^-f 
P>J££40°C-e£e>lc20i$P H 'H a^<- h Lrn^uy-fxs 
ttfc. 6 X S S C let y >f P >tt*3fc* L , tatLfci^ 

ij >jf^ -tf--> 3 >ft3j*T-><f;MU*tB*&6*i. ±16 P C Ritti' § fl*J <h 

20 t5DNAK^StfcCii<IIBStifc. 

«UOPCRI*l:7'775 K-*?*- IT p C R - 

Script Cam SK ( + ) J , 7 * - >tt«ifi) * 1 n 
g*P*. DNA7-T>7 1 '-'>a>-^-vh (iSp n 0 ^ FDNA7^-->a 
> • * -v V / 1\- i? a > 2 J . SJiamsfc^ttM) Sffll»T7*77 5 

25 K^^^-rtt P C RS4iJ-C»5 D N AEBr>t*»ALfc. SffcJ&J©— fflS 
S tt y , ±JJ§M** (Sfp« rXL I - B I ue MRF'KanJx X 
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3-^30/ig/m I L BigHfe ( p H 7 . 5 ) IciSS U 37*C 

^111^7^5 KDNASJIftLfc. yft + y^lcj; U p ^ 7c <h C 
5 5s :©7*7XS HDNAIi, P C Rj£!&© D N A HJi >{- CD Jg g E ?ij <fc L 

E^iji, e5ij*u:*5I*3E5U*-§-3 7552 3 m**-. mmmi-zjbm. 
10 7s/»E5Ui±* i»r n4)*©^sisxii-g[j*vge5ijs#3 4 (cefie l& 

7 $ /»E5Ufc:£*ftTl*fc. COCili^ EJUaicfclt 5E51J§#3 
4 (c^t *£gBB?iJ*<;, L-1 8 < t 

15 <^ife^ij2-1 (b) : fc h I L - 1 8tt^SaK*=i- KT3 

D N A OiSSE5lJ> 
(A) ftint hJj^lRNA (^P-^f'y^g) 1 O n g £ , rfr 
B5<7> 5 " RACE + 7 h (S5p n n£ IT 5 " RACE->XtA, 3 > 

2. OJ,^n-tf--T-;u-xji,S)£SHx-C, PC Rtf>-£& 
20 7^55 " RACE (Cfft Lfc n tft*)t, . ±IB RNAS, E9US 
(Cfclt 3E£iJ#-§-3 4 U:*-*-*S»E5U(;:fi-3«Mbi*^/» L fc 5 " — G G 
TCACTTCCAATGCTGGACA — 3 " T*^ 5 ft 5 iggE*U <D 

§l *«Ei*r * — $ n, • ?tt5/5J^u*fi;;i • h7>^7i7--tf 

25 *f^ffl*ttT. ±JtLtI-7 H v> K c D N A05 " *ffll:Cf^ JU 
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HT« -hte+ y M:^#<D5 '-GGCCACGCGTCGACTA 
GTACGGGI IGGGI IGGGI I G - 3 " "C X £ ft 3 ig&E£IJ 

lt5E£U§#3 4 lC7*-t*ggE5U{c:S-3 2Mt:^£j£ L&5"-GTCC 
5 TTTGTGCTTCTAACTGA-3'iSfflUTPCR £f£* tt 
t. IU©5'RACE T» 6 *lfc£Jfc£ 'J, SatLfci!)< 
1*1 % (w/v) TtfP-Xtf JUWMSfclMcfltLfct :3, 4S5e:<DDN 
ARJi-<DiJlttat«lRS n/co £16012-1 (a) (C te It 3 t ft* [Z L T 
ME$UarW-5/i: <h C 5 , C(DD N Amn\t. E £U £ (C fc It 3 @E # 
10 3 5 (d^TilSE^JS^^r LT l^c, d <D i£ g E (C fc (t 5 1 6 O 7b 
12 1 6#i<E>iMSav6&3SE?im. gtSfe#i]2- 1 (a) rftjeLfc* 
E^moE^JS-i- 3 4 iC^-r^SS^lJlCfelt 5 m 1 75^ 5 7 §1 ©igg 
^6&3E£iJ<t§5£(;:-ifcLfc. crocili, E£im[cfclt 3E£iJ#-§- 
3 5 iC^flggK^JAK E^IJS-^3 4IC^-T, t h E*J 5fc<£ l£ f£ I L-1 
15 8*££^SSi<D4>&<£4> — SP£ =i - K T 3 *SSE£U <t * - A - v y "/ 

<H*fe^iJ2-1 (c) : ChA^OI L-1 8d^SfiR*3-Kt« 

20 D N A ©*SSE5U> 

# U (A) #*Dt hffiRNA (^□->f7'5'i) 1 O n g £ . £ 
KKStR. r P C RISSvia y;UJ % H B J tfcUK»*T (1 991$) , 
2 5 3 3 (CfBi&OTj&U: L -p T> P C R 3 " R 

AC€ tttLfc. Tttty&. St?. 1IERNAJ, 5 '-GACTCG 

25 AGTCGACATCGA (T) , 7 - 3 " "C* $ ft 3 iSSE^IJ© 5? ? U 
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Xhv>KcDNA£, mmm 2-1 ( a ) T?*5£ Lfc. E^mtzfclt 
3E5U*#3 4 IC^f *»E5lJtS-^ #<k^fc^« L& 5 " - T T C T C 
CTGTGTGCTCGTGGA-3 'Tl$h5JSlie5IJOt';J5J 
^U^-f K^t>X^7< T-iLT, 5 — GACTCGAGTCG 

5 ACATCG-3" T*3l $ ft 3 ig g E #J tf> * U iJ* ? U K * T > 
t^^y^O-iLrfflUTPC RS*S*ttfc. &±©3 " RACE 
T?» 6 ft fcSJSS IK WSslc Lfc*tl* 1 % (w / v ) 7«P 

-*>r JUttAftUICft LfciC5, ^tODN A Kr <*> *i 4f # It S5 <* ft 
fc« iIM2- 1 (a) tfcltS il^^lc L riiSE5iJS-si^fe <h C 5. 

10 C<DDNA09i>t"(£n E^micfclt 5£$lJ#-g- 3 6 tc^ T *g£E9J £ 

LTl^c. COiggE^JlCfclt 3f& 1 ^56 O § S O igg^ 6 & 3 E5IJ 
(iv StElfciH2-1 (a) T*j£Lfc* E ?m <Z> E *U S 3 4 (C^T *££ 
E5U(Cfc(t3lf?3 5 1 1 §g<Z>ig£^e>ft3E?iJ<t:5££U: — St 

Lit. Ctf)Ceh(*. E^J^lcfct+SE^JS^S 6 {C;*T*£gE$IJj&^ E 

15 ?U§-§-3 4 (C^f ^ t: h &3fc<D^t£ I L - 1 8JS^ieiflD'>& < i 4 
-WS=]- KT3tt«E$U<fc3*--/<- : 7-y-/L, * <D 3 ' 3fc *iS <JI!J 

JSl±t* Lfc J: 7 HtfctflJ 2-1 (a) Si2-1 ( c ) T? , t H 
Et3*a>^|£ I L - 1 8g^lfi8Sa - K-TSx SlMC*-/*-^ v y 
20 "T 3i£®E5iJ<h LT . E5iJ^{C te (t 5 E?U#-§- 3 4 7b M 3 6 (C^ T Jgg 
E5US*Jfe Lfc. Si* — v -j 7? 5SB:fl-0DlggE5iJ£&Jlg-t 5 
Cft 60lIgE5lJl;U E5iJ^(cfe(t5E?iJ#-§-3 7 (C^rT — m<Di& 
&E^JtCE&*T3Sli#E£iJ < t#*. 6ftfco 

25 <3U6W2-1 (d) : t hi*<0 I L - 1 8tt^fi6«*3- 

D N A <E>*£SK£iJ> 



WO 00/12555 



21 



PCT/JP98/05186 



mt&W 2-1 (a) <Z> ?J & t L o T . # U (A) tt*P t h flTBl R 
N A *i£te^l**£JfcS ttfctt. t>x770-iLt> E$)J8lcfe 
l*3E?US#3 7 (C^T±£gE^J(Cgc$#<fc^m L 7c 5 " - TGTG 
TGACTGGAGAAGAGGAC — 3 " S tl 5 ±§SE£U<Z> * 'J 

It 3E5UM3 7 [Z7r,tt&mW.m[zm-3 2{t¥-&f$. Ltc 5 " -T AC A 
GGCAGTCAGGGACTGTTCACTCCAG-3'?^itl 

2-1 (b) (C fcMt 5 £ U: L T P C R £f£ S fc „ C©PCR 
10 <D-$U£<h 'J v fiStL&iHH X (w / v ) T □ -x^rJI/*«ac» 
tlftLfctC?, 4#5fe© D N AHf>*-<Oli«itiSI84 tife. 3l£«6#s H 
MM 2-1 (a) (CfcltStl^lCLT^SE^J^fJI^fcic:^ CO 
D N ABfrtt, EJUSEUifctt- 5K5iJS-§-3 7 (C*"Ttt*E5lJ** L T l» 
fcc C tllCfc y s HJfe^iJ 2-1 ( a ) 7112 - 1 ( c ) -C&fcLtc. E 

15 ^imicfcd- z>mmm^3 a e ic^r i££E$ija^ be5U#-^3 7 tc 

E5U*U:fc(* 3E5U#*3 7 (c^-riSSS51Jlc J: y a - K S ft 
5, tCtifeLfc75 ySE5iJts E5U*U:te(t5E5U*#4 75S2 
3 (c^-T . Sffiffl 1 - 3 V&1£ Ltz&ftT 5 /&E5iJ<h£M£Lfc«hc: 

20 3. ctiewsp^y a j hie$U(** r-<rE?iJS#3 7 tc^iBLfcy 5 

/ ®?E5ti (C It £ & 1 7b ^ 1 6 4fg©7$ / KA^^SSS^ttSn 
Tl'fc. *fc* E?iJ^J-fclt5E?iJS-i-3 IZTjkT. Slffift 1 -2T-$il£ 
Lfc N^iST 5 /KE5UUU E$U«U:teM-5E5y*#3 7 CiELfcT 

25 StLfc. L/t*«o Ts iil±©C i(±. E5«J*OE5U**3 7 t^rttft 
E£U(C felt 3*1 60J1I65 1 #iOJft*^6&5E5IJ*<t h 
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mm \ L-1 8»^SSSlia-l'Lff5tOTffty» *LT. ^I^l 
L - 1 8i^5dK^, 4*i LTIi> »f A* 5 £«E5UU:0f IE L fc JH 1 

Jifcs _t<Dd* tlfcs t: h & 3fc <£> US IS I L-1 8 

5 *S£^fi«07 £ /^E^Jt^ftSa- KT3ig£E£iJ(±x E^J&lCfc 
(t«E5U»# 1 &#3 2 ln-tft^iHSlJfe LT US. 

<*lfc«2 - 2 : &K«c&(*U: J: 3 tF4*©l L-1 8i^I6%® 
10 <Hj&S#iJ2 - 2 ( a ) : D N A<DM1SI> 

o. 5 m i 5.m^[z. mmm 2 - 1 ( d ) <D*&?ntc. t k 

SKI L-1 8*S£S6 5S£ =J - KL»«DNA*1 ngi'J« Ctilc. 
1 Ow I Ol OXPCR|gf»s I /i l<D25mM dNTPS 
&tf2. 5*(i/u I DNA/f J >7-1f (iSS,* P-> KP f 

15 u # U * 7 - if J . X b 7 * ^ - > « jft ) £ *Q x. , iz > X"7° ^ v - £ 
LT, E5U*(c:te(t5E5lJ*-&3 2 (c f E ?U (c & -3 # {k 3* £ rit L 
tcS ' — CTCGAGGCCACCATGACCATGAGACACA 
A C - 3 ' <* tlSttSEai®* U=r*^U**H£> £ . 7 > ^ 
t>X^7«f T-iLT, E5lJ^lcfc(t5E5lJl=#3 2 IC^r *ggE*U 

20 IC*-3£<biJ*£j3t L fc 5 " — GCGGCCGCTCATTAGTGAT 
GGTGATGGTGATGACCCTGCTGCTGTGGACT— 

3 ' "CSSS *l3 JgSE£iJ<Z>* U zJ* U:*?- KS^n^'tlSSiPX-Ts 
Mil lOOuliLfc. 9 4 °C T 1 #f5fh 

4 2 °C T 2 # & 7 2 °C "C 3 # RSM > * n ^ - htStf'f ? JU £ 3 HI 
25 JftigLfcSK * 6 Id 9 A'CC 1 #|HK 6 O °C T 2 # |U] R Xf 7 2 °C V 3 # 

RSM >^ra^ - htSt-f f il/«3 5 0»yigLTPCRS(6Sttfc. 
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H*fe^J2-1 (a) IcteltSilSlitLrPCRlfefflcaWitSD 
N AmKtit&teT 3 d £ SfifcKT 5— 75. ggJfefll2-1 (a) I:l3lt5 
iPil*i:LTaaDNA»)i-*ffALrfi:5-/77 5 H^^*-**ft 
Lfcc ?I*«*S6*«2-1 (a) (cfctt 5 <h |s]*£U: L Ti«E5iJ£!B 
5 ^©^7^5 KDNAiU S?lJ^lcfclt5E5iJtf 3 2 t^tl|S 

®m[Z Ltztf? T „ ±IET?#fcy 5 K D N A (C $U &g If fit X h o I 
MNot I SftfflSttr'flfcDNAifr 1 OOnglC, I X • = 
"76. Iii-^M^ • Tis v K • J , IS 1 7 ^ mi 8 

10 5, 33 21 (1 990$) (C fSiS 5 ft fc ?5 & IC ^ £ T US % L , ^ 

to 1M HSU* X h o I & N o t I naJBrLTfc^fc^^xS K * * - 
ITpEF-BOSJl £1 OngAn;U DNA : 7'f'7 t -">a>-*-y h 

15 £16012-1 (a) tfclt5il^itcLT> 7^ a >Sf£I«5T. 

±f»mw^Mnmm l , »e>*ifc»Kisjm* d n assu&l, 

C05ifS^^DNA$ rpEFH 1 8BPH6J <h 1$ £ L fc „ SSCLt 
jftt o T»*t Lfc i C 5» i3@IC^t i 9 fflilDNA IT p E F H 

i 8 b p h 6 j icfcur i*s t h & &<omWi. i l - 1 sis^ses*^ 

20 -KL»*s S5U^lcte(t 5S5lJS-i-3 2 lc^rig^E5lJS#^-r 5 c 
DNA TEFH1 8BPH6 cDNAJ IIBf 1 ^P^E-^- 
IT E F 1 aPJ (OTmizM^^ tlX ^tco 

<mmm 2-2 ( b ) : n na*© 1 l - 1 sie^m 

25 &»<Dj£ik> 

^Jfe^iJ 2-2 ( a ) -CWfc. Mi DNA IpEFHI 8BPH6J 



WO 00/12555 



24 



PCT/JP98/05186 



SttlSSS^WI**, lOOwg/ml 7 > tf U > L 
B^t (pH7. 2) I:8E1L 3 7°CT 1 8 R$Mii£[&K&%S L fcfc, 
^i«)fr6fai:LititU-/7^i KDNA*«»LT\ Jfitft* D N A 
FpEFH 1 8BPH6J C Olijftjt. DNAS20/jgiiJ, 

5 ^ L fcaU»*tJi4 ttT fcUfc. 1 XI 0'1C77'JJ]S MJlf 

;U©^liii3fc©i|«$S^*fflflS*j5C OS-1«JS (ATCC CRL-16 
50) iz. il/f hP.fU-->a>Sl:J:iJSALT, C CD £ B/j © D N 
A*«»AS tifc S»fc. 
^F^lS^Jffitcig^k (BBS* fASF I 04J , iftOfltK) ii»J, c 

10 tit. ±fe7?#fcfl2ftis&#£ 1 X 1 OMI/m I <D fij^ L . 5% 

COjO + ^-^-^s 3 7"C-03 BIWJfc*Lfc. i« *i j&* 6 *g S ± 
>SSSHL, 77^-j^-^P7 h^77<-i^*Jl IT N i 

-NTAJ , * 7 x > » ) (D^7A(CtigiLfc. C 05 73 7 A (C , 20 
rnM-f ^'/-i^tt-PBS*I»Lr^lRgii7lSSIiLfcts 2 

15 SOmM-f 5<f'/-Jl/*4t;PBS«a*L, * 7 A A» 6-<0*ffl**- 
3^11" O^ISlL/c. ^ti^tKOS^IC fcltS I L- 1 8*§£-g£ft 

©^^*Htife*§^7 .y -iz ic j: y ££tt8£ft<D$&<Dftf8 2 

BB^ftaftL. £-LT. 1X1 0 7ffi4)£gttfl*ftixatt J: Us ft 2 m I 
Off SM L — 1 8 ft® C©7Kit)ftc7)S6ft#fi 

20 l±^l Oug/m I T?$ofc, C0)*^tJ, HJfeflJ 1 — 2 © (C L 

U^DNA TpEFH 1 8BPH6J l:ftit7'7X$ 
EF-BOSJ &m^Ts **H«i|^itftIUfciC5 4 I L-1 

tt i L-i 8tt£-aafta<E5imu:*m3E5ij*-ig-i ic^r 7 s y ss 
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mmm3 : v^***© i l- 1 s^^s^i 

5 <Slife^J3 - 1 : I L-1 8^^1gICDiH> 

3iJ^;^T^A • a'J1/;U ( A T C C 1 1 8 2 7) £ 6 0 °C V 1 
B#ra*D& L T^fc^®&£ 8^1* (DIBS C D- 1 v ? x 6 O O E <Z> 858$ rt 
(CI m g/EOliJ^-C>±*tt£-^ L. a»<D^iatT7 HMiaWL/fca, & 

Krt y 1 « g /E<Diij£-e>±*m-^Lfco 

S LTKHj* 2 OOm I &'&tc. *<D'&, c <D UH >f * % Sfe M 1 - 1 «!>^» 
iJ»llLfciC5. ■^XtfcfcOWJKI L-1 8&-&m&ntm3 
u g 6 *i . 

15 #«TOSDS-PAGEtJ:y»fISajeLfciC5, «4 0, 0 
007!iI60, OOO^J^XCI L-18«^fl6ft^5«SK«)J|t — 

— > • * - A • U9f > • t7rO-X6MBJ CKgtS Cili, 

20 

<HJfe0i]3 - 2 : P-? v £>V> 

mmm3 - 1 ©?j&icj:y»fc«M i l - 1 8*t^»6«u:-3** m 

mm 1 — 3 IcfeltS <t [h] HI (c LT^^f Kv 7y*Mt5ii*t, 

h y ^-»iifti:j: y weti/b^y^ 1 ^i5S^ h y 
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#•^•2 4 75^3 1 IzfjkTT 5 J KSE£iJ£3r Ltl^c TX a a J 

-/ ^ K v .y 7 £ Ml 2 [g| IC 1" . 

5 <3U6«3 - 3 : I L - 1 8#*lfl5Jfl> 

1 4ilK©iSC 3H/HeJ-7?*^e>li$!li£&tiJL, ^ISitL, ttff 

RPM I -1 64 015* (pH7. 4) tcKfflflS^Jt 1 X 1 0 7 l/m I C 
ft 5 «fc o (C^iSS tt, ^^ti^fifflflSi Lfc. mmmRV2. 5 

10 yg/ml3>^f;tU>A£-7^^n7 p l/ - hicfti^tiO. 15m 
I x JU&tf 0. 05m I t* L. I L — 1 8 £ 

25 n g/m I <hs IL-1 8 izSH L T iifiJS© . mmM3- 1 ©?5& 
lc<fc y ntcfitWl I L — 1 8tt£«fiK£ **fc*rtf fcK-JSHfe*0. 0 
5ml/^xJHinAA:a. BXCOjO+a^-^-ts 37t?24 

15 B#Mi«*Lfc. x JUfr& :l 8*Jt>**0. 1 m I foiftL, 

M±L tc \ F N - r y *Jfc Lfc. fltffLT. I 

L - 1 8^^m^SS.^vt7X IL-1 8 <z>i*-f *i^&iiriB& Lrt:3^£*■ 
tt ; e*llSM:J-, cn*±Eira«it4!i«Lr*tHa<k Lfc. tits, i fn- 

rOMfilctt* # H B 3t«ife ffi$fc»r A* 6 A* L fc * * * X I F N — 
20 r (Gg02-901-533) ill*, BR4L& ( I U) (C&SLT 

IL-1 8tt£«a«**Ifr LfcttMUcfct+S I F N - r 
Olil*^6 00 1 U/mlTfty, £7c, v ^ X I L-l 8 S^BS 
Lfc*rj»lcte(t5 I F N — r©liii ! 0 I U/m I T 9> -? fc © lc 54 L 
25 T\ I L-l 8e^*fiJ(*l0ifc3Rl:fc^TI4v i*»(:6 0 I U/m 
I ifCfeofc. d CD C <fc (± , *m<0 \ L-l 8»^lfilin L-l 
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8 <o±mttm sfflnwr s cissiTus. 

g£*fe0lJ4 :v^*E&3fc©IL-1 8i&S£SeS£ 3- h'tSDNA 
<*J6ffll4"- 1 : ^? O *&m<D \ L - 1 8*S^*ajl*=3-Kr*DN 
5 A> 

<SfclS0!4-l (a) :7->^6*ol L-1 8fe^I6J(« 3 - Kt 

SDN A«)ttSE$U> 
aij*;t^f 'J-)A'/(JI/;U ( A T C C 1 1 8 2 7) £ 6 O °C V 1 
B*MJni»Ls ?#6nfc5EMi*S8iliS(Dllt6CD-1 V t7 X tf> JgJS F*9 lz 1 
10 m g /E<D»J£-C&»»-5 Lfc. 7ar B 1if Lfc^, ft It rt (C^BftM * 

w g /EOtlJ L, 2R$|H)tt. 8I*i£ 
MBZ&Tm&L. B-m&ffim Lfco *ttl LfclfrK*M-C3 g £ y * 
C*iS6M^7 = ^>'f Vf t>>7t - 1 OmM?x>Ki-MJt7 
AXVO. 5 % ( w / v ) S D S A* 6 fc 3 SSfc ( p H 7 . O) 20ml 
15 (C&^L. ifrzEf-t- 4 ^'-(C<fc y 5ft?* L fc. «l»T?» 3 5m 

(C5. 7 M*£<b-t2 AJtlt 5 O. 1M EDTA (pH7. 5) 
£ 2 5 m I f?SAU * O ± *B U: «B 18 1![ & 4fe £ 1 0 m I f -PMJI L 
:©ttST20t, 2 5, 0 O 0 r p m 7? 2 OB$|KI&3'fr£'Jt L fe. * 
R N AiS#££g& L. CtlS 1 5 m I SI'6f ICiUs 3fS©? 
20 □ P *JU A/-f V 7* «/ (&»J*4 : 1 ) £*P;i> 5 # MS 11 
L> 4t, 10, O O O r p mV £ 6 Id 1 O^Mi'&^i Lfc&x TtcJi 
gU£*£&Lrt:o »ttLfc*Jllc2. 5<g^cDx^ y -jus-Apx., -20 
°C-C2B$P H 1ftMT3.l<hU:«J:^T£RNA ftjfc*3 ttfcfiK >±iK£i*fc 
L % 75% (v/v) *14x^ ^ -JU"C3fe*L. iHc M i§" * O . 5m I 
25 CiSSLt. 

JSlfc, C ©£ R N A SStifetfiJ 2 - 1 (a) iz It 5 <h mm iz L T & Is 
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>x^7^ v — <t L T x E5iJ35(ctelt5E3nJS-i-2 7{^^-rT5 / KE 
5UlC*"^*<b^*iaLfc5 — GCNGTNCCNACNAA — 3 " T? 

5 ^-HT, E5U^(c:fe{t5E?iJ##3 OtitT 5 /KE?U(cS^ 
?f^^)£Lt 5 — GTYTTNARNCCRTC — 3 " V&-hZtl 
3i£SE?iJ<D* U d7^7Utf K ft ^ ;H ft ffl iil £M± || Jfe 0IJ 2 — 1 
(a) Ctelt5il^i(ClTPCRSf5$ttt. *V>'lk. ^O-T'Op 
SlU: s EaUEtfcl* SE£iJ## 2 4l:^t7$ / ^E£iJlcg-3#<b*3*£ 

10 *Lt5 '-SWNGTRTGNCCYTCYTT-3'T^h$^3 
*»E5IJ O * U J 3? ❖ 1^ * ^ K ft ffl I* >fc JSl . 2 (C fc Ct * t H 

itLTPCRi*+tS»itaDNAiJti«Sftt5u <fc fttSfgf 
^Sfe^J2 - 1 (a) tfcl+SiraillfcLTiSSttDN AKfJt©^ 
*E5U tW^fc tC5, £1* D N AHrJtl*E5U*fc:fclt*E5U##3 8 

15 t^TttSEMft* LI Efl)*(;:fclt3Eai»#3 8lcttlBLfc 

7 5 /KE^Jis E5iJ^(Cte(t5E5iJ#^2 4 75^3 1 Ic^f* ^JfeflJ 
3- 2-p»*Lfc»#T 5 yS?E^lJift^^Lfc<hc:5, Cft6(Dg|J# 
7 5 /3tE5U(*» l^m**<0^fflJX(4-»4tE5iJ*#3 8 Ic{#f5 L fc 
7 5 yME5Uic#*nr E *U * (c fc It SEJIJS-^ 3 

20 8t/Tt*iEM4^ L-1 8&£gk&m.<D'J>-tz < 

<SHfe0l4 -1 (b) : I L - 1 8^^1SSS 3- ft 

^ d n Aommmm> 

25 ^Jfe#iJ4-1 ( a ) <D^^[Z L o T * a U <7 =r 'J ^ A • M*JU 
M' A(D5E&t* <h V # 3H! 7? ft 3 L fcltteC D - 1 v5x«ttJSftLfci 
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R N A 1 u g £ , miS© 5 "RACE** h (ffi&Z, 0" 5 " R A C E *> 
XxA, A- v a > 2. O J . 4 f -y3-tT — -T — ^U-xJUlf) £/JH* 
Tx PC R 3 5 " R A C E Icf* Lfc„ f & ;b -£ . ± 

f5£ RNAJ, S5ijaictelt5E?iJS#3 8 [ZTjkt IcI^ £<b 

5 ^^JS L Ac 5 — TGCAGGCAGTACAGGACAAGG — 3 " 

Is^^^Sftvictt u ?i#itSEi^r^- = ^-;u • -r * * -> * u * ^ v>ju 

• h7>^7i7-1!«ftfliSttT, 4l£LtS-Xh7>FcDNA 
<Z> 5 ~ ^SSlC C 'UU £tt2)D L fco C<Df h 7 >C c D N AS v # 
10 IC. fe>^y7^7-Hr, ±15 * h (C gift <Z> 5 — GGCCAC 
GCGTCGACTAGTACGGG I IGGGI IGGGI IG-3 

-i LT, E^mtcfcl-J- «E?iJS-l- 3 8 (C f *g g E ?U {£ £ -3 # <k 
/3tL7c5 " — GTGCTGGGTACTGCTTAGTTG — 3 " 
15 ffll'T PC RSfKSttfc, JU±tf>5 " RAC E 6 tlfcfijfc*** — 

fflst y . Lfcau* 1 % (w / v ) tt^p -x^-jumm^iflicm L 

fci:3» ^36© D N AmK<DW<lfctimV8,2 ftfc. H«6^J2 - 1 ( a ) 
IcfcltS i|5]^(c L riggE^US-sE^fc £ C 5^ C©DNAKtJt'(£x s 
^ijaictelt «BB5lJS-§-3 9 (C^f «*E$I&$3T LTUfc. COD iggE 

20 9J(cfc(t5m3 0 7^i3 3 6§S © *£g ;&\ e> ft 5 E5U (i . $£foM4- 
1 (a) 7? ft 51: L tz , E£U3E©E?U#-§-3 8 lc ^ "T £ g E #J (C fc tt 5 IS 
1 ft530*i©tt*jfc&fc«E5U«!:&£(c— SfcLfc. CflDCtlis SB 
5IJ*ttelt 5E5lJ*#3 9 t^r**E5«4"tx E5U*# 3 8 ^"T , v 
•**fc*<D£Jtt I L-1 8**£«a*©3l>&<<!:4»— fflJSs-KTStt 

25 £E5»J v -y 7 5 " 5fc JIM fll ± 3t * (c ffl £ T 5£ 
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<mmm4-} ( c ) : -7^**31?© 1 l - 1 sag^-seses-n- kt 

5 /<A(D5E®#<h V 'f^iT?«llL/cittC D — 1 V ? X «fc U&JfeL&£ 
R N A 1 u g ^SI^glKs fPC RSISIv - i7JU s HBJffliE 
(1 991$) . 2 5^13 3 iZtZm<D?5 7i;[Z Lfc#o P C R 
(D-«a-C*«3 * RACEtiLfc. f ft fc> "5 x Jtf, ±IBRN A£. 

5 " — GACTCGAGTCGACATCGA (T) , 7 - 3 ~ TS? 5 *l 
10 Sffl^EJUox^UjC^K*-/^^^-*!: L T ffl U 5 & fii 3* it fH £ & Id 

6 L * Hetltl-^hT^h'cDNAS, ISJfeflM - 1 ( a ) 7?&3£: 

Ac 5 " — GATCCTGGACAAGTGGCC — 3 " T?3? <3? 

© U * -7 U- * KSt>xy7^7-iLT, 5 " — G A C T 
15 CGAGTCGACATCG — 3 ~-C3?£*i3ig£SE?lJ<£>7MJ:J3?^U 
^7>ft>7y70-iLTffll>tPCR ttfco iil± 

©3 " RACE r» 6ft fc SB iy, ^SIC LfcAU* 1 % 

(w/v) 7 an - *f Jimm&wuzm Ltc t. c 5 , ttiM^DNAi 

>t<0*i**««K4*lfc. H3&fe^lj2-1 (a) (C fc It 3 <h|w)^|[C L T J£ H 
20 ESISSI^fctcSs c<7) D N ABJittli, E?im U: fc It 3 SE5US-§- 4 O 
IC^f*ISE5IJS#*" LTUfc, C ODJgaE^IJIcfelt 5m 1 75^6 3# 
g©i£g^6ft5E*iJl;U S£3ifc#!l4-1 (a) T?*36Lfc, E*m©E 
£U#-§-3 8 (C^T±gSE5iJ(C felt 5^2 8 9 3 5 1 f gQili^e 
feSEJiJi^^t — a Lfc. CCDCtit, E^JSllctelt 3E£U#-5§-4 O 
25 t^r«!*E.5lj36^ E5IJ*#3 8 (C^f . 77X4*fl5^i I L — 1 8 
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1U±(C^ L fc «t 5 Id. ggjfe0ij4 - 1 ( a ) Jbm 4 - 1 (c) T, 7^ 
X & £ S> ii$ l£ 1 L-1 8S^SS^d- KT3v -v 
5 SlSSEJUi LT . SB^lJ^lzfelt 5E5iJS-§- 3 8 73M4 oic^-rig 

*g a s m (c * 3t5 -r s # s t m * e> ft tc . 

10 <HJfeWl4-1 (d) : v^x&3fetf> I L - 1 SifS-^SSS-^- h't 

SDN A<DJeSE?lJ> 
HjSfe#iJ4-1 (a) ©^aCLti^tv 3 ij ^/t^fU -^A • 
-KAtf)5EM#<fc U 7t<^«-C»a LfcJHSttC D- 1 "7 ^ * «fc »J *ftLfc^ 
R N A &3tL$K^&m&fci< ttfc&. -b >X^=7 -f -7- «fc LTT. E^UaiC 
15 felt 5S5IJS=#4 1 IC^T *ggBB*lJ(cg-3#ft;3*^;£ L& 5 '-CTG 
AGCCTTAGAGCTCCAAG-3 " £ ft 3 JgSEJlJ© * V 

lt5S5lJS-§-4 1 (C^T±gSK?iJ{cScy#^^^^ L/c 5 " - G T G A 
AGCTTGAGTTTGAGGTTC — 3 " 1? & £ ft 5 & £E*IJ © * 

20 U K**ft*ftffll»fcC<fcJ3lttfcl:* 5IJ(§0IJ4- 1 ( c ) IC 

fcltSifHliCLTPC R&J&$-t±/c 0 COPC Rm%i<D — U N 

IS&izLtctf^ 1 % (w/v) T7JP-x>7-*JU®mi*KHcf«Lfe<hC5s 

D N ABrtf<Z)itWatltR3ft& e S6ifc«2-l(a) 
Id felt 3 <fcRll*(c LriiEJUSW^fci d 5, CCDDNAKr^tt, S 

25 9J*U:fcl*3E$U*-£4 1 lc^T*fi«EW** LTl»fc. cftlc«fcy, 
^#04-1 (a)M4-1 ( c ) -C*36: Lfc, S5U*tfelt5E5IJ 
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3 8Jbm4 O (c^f *£gE$lJ*<u E^J#-§-4 1 (C^f -gtf>ig£E 

S^iJ^lcfclt 5SB5iJS#4 1 tc^TtgSSB5Utc«k y =i - K £ ti 
5, ^ClCflffBLTcT S /8iB£5U<t , SB?m (C It 5 E?U§-5§- 2 4 
5 3 I tipt, £%tt3 - 2T*S LfcgP^T 5 / t ZM^ L tc t 
C5, Ctt 60SP^7 5 /KE5lJl±v 1-^rE5lJS-^4 1 (C0ffB L 7c 7 
5 / KK?"J(Cfc(t 51 1 ^5 1 65f @0D7^ / K 6> fe 5 (C ^ £ 

L - 1 8m^mmM(DT 5 y ®IE5iJ(is BB^miCfclt 3E?iJ##4 1 lz 
1 0 WU LtcT S. / tc fe 1+ 3 KM 75 S 1 651 l«D7S -/|^645 

E.mtm6 1 % © *B l^l 14 £ L fc. Lfc*«oT\ & ± CD d <h I* , 
OS5iJS#4 1 (C7R-r±SSE>FlJ(cfc[t 51 2 3 575172 9#§©JS£ 
^e>^5E5ljA^^X*3|iE©^Ml L-1 8 S £ 55 £ =] - K L ?£ 3 

4><dt & y . * lt . mm\ l-1 8*s£sa$?^\ ^UTii, #i 

tt5«^i)^5C<!:SS«LTl»5„ fc fc , Jil ± <D C* <t < ^® 3 ft * 
r 5igSSB?lJ(±. SB?iJ^(cfc(t5S^JS-§-2S.U f 3 3 £ * tt^tiSUfe L 

20 

<mmmA - 2 : ^i^gi^ic.kST^^i*© 1 l - 1 8^^§ss 

<H3ffe«iJ4 - 2 ( a ) : itt DN AflDiS) 
O. 5 m I Siife0lj4 - 1 ( d ) tf>?J&-e^fcs 

25 OSBI L-1 8*g^meSCS: 3-CLH5DNAS1 n g <!: y s C *l 
S^JSUcfclt 3E£IJ#-i-3 3 (C^f i£g SB ?ij leg cJ^ffc L tc 
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5 " — CTCGACGCCACCATGACCATGAGACACTG 

ht< stcs sjuasuifcit zmmm^3 3 [CTrstmm^wzm^^it 

^^«L/;5 ' — GCGGCCGCTCATTAGTGATGGTGA 
5 TGGTGATGTGCAACCCCTGGGCCTGC-3'T^3 

C £JU*H*£<ftfc0ll 2 - 2 (a) (CfcltSi^iCfeSLtPCRfi 
JCfcSttfco Hife0iJ4-1 (a) tfeltSilslitLrPCRl^* luS 
Wit5DNA»Jt^#6t5C4 * HBtS-^v IID N ABJr)t£ 
10 »ALT/j:5-/vX5 K-<^^-**SiLfc. §1 # 136 # HifctfiJ 2 - 1 
(a) ttelt5 tmmiz Lrtt*E5U*iH'«s C0^7X5 h' D N 
E*iJ3Kcfc(t3E?iJ§-5§-3 3 (c^l-iMSE^iJ^^t: C <h£5tfSLfc. 

±t£-C&tc-/^ X 5 KDNAfc* 3£ife0lJ2-2 (a) (C fc It 5 <fc H t£ 
CLry^X^ — rp EF-BOSJ (C#ALTia!H5tDNA 

15 H> A DNAS f p E F M 1 8BPH-MK2J «»:^* 

DNA TpEFMl 8BPH-MK2J Id fe T (± . ^"^X**©^^ 
I L - 1 8*S£^6Se&=)- K L»3. EaUSUitel+SEai*-^ 3 (c 
^"f iSSE£lJ£^*3 T 5 cDNA ITEFM1 8BPH— MK2 cDN 
20 AJ At. SSBf iyD=E-^- TEF1 aPJ ©TSt fciltt ;£ ft T 
fc. 

<3Hfc«iJ4 -2(b) : JBJtdStft <*(;:«*: 3 I L - 1 8*S£ 

ias©ii> 

25 ^Jfe#"J 4-2 ( a ) ■Cntcmi&X. DNA ITpEFMl 8BPH-MK 



WO 00/12555 



34 



PCT/JP98/05186 



DNAJSfeLT, H&& DNA fpEFMl 8BPH-MK2J 
tco C©ig5^DNAS20/igiiJ, mmW2-2 (b) (CteltS*!: 
PiiCLTCOS - 1 flBJJS (ATCC C R L — 1 650) l:|ALt, 
CC^BJ© D N A OS A £ ft 15 

5 51 g-ffis^nifctfij 2 - 2 (b) {cfcits t^miz. LT. ±fBr^/c^« 

h?v7<f-/B^^ ( P D n £ B" N i - NTAJI . * T ^ i > « ) ©^7 
^Sffll»T Ctf>i£^_L>ifi£5)'iiii L, I L- 1 8*££-m 5f © # & # 5t 18 
^^S^^W * =- L« 1X1 0 7 <l<Z>_Lfe^«$E&& «fc y «2m I 
10 ft SI I L-1 8«&£2&K$£fc7k*&&?»*:. codtK^*©SS 

»^ai±^j i jug/m i rftot, c mmm 1 - 20M 

telt5E?iJ#-§-2 N^^gB55-©4,0!)<tl5]-(DT S /KE5Ua<ft 

e»n^ 0 ?tii ir, dna Tpefh 1 8bph6jc 

15 Kz.-CZf?** K-<^* - rpEF-BOSJ £J?H*T. *ftlfctt£f^ 

*i:ftfi.fcic5, i l-1 8%i'&m&n<D&i£itmt&2*itsifrvtco 

ia±©*S*l4, Y-!7^i3|f©Sg I L-1 8tt£a&Kfit£a]X£fel? 

20 (tri»5. 

COftW© I l-1 8$i!i£m6 5S£3r3Saj/3t#<h LTtttSi 

stt&A&y <o mmm & iz m m r s . 

5 : ttffij 

rhu/\*-xj N **it£ttttiSi8;*B59E) six (w / v ) ^fc^s 
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&i£*{zmmm i - i xttntemz - zv^miz* v&tcttm i l - 1 

3?3e:S!I <h L T y W P^iVi^Lfci/^^P-^SI^ ( w / v ) ^ 
10 tiSttt* 10 0ml IcSIJfetflJ 1 - 1 X.i*mMm2-2<D*miz£ y 
ftfcfIS I L - 1 8*S£m£»£ 1 OOmg^lHL, *tl*tl* ^^(C 
Lfci^TRtLfc»s t\4 TJlMiZ 1 m I TO^>±L. 3KftttflftL* 

we lacc 

4% (w/w) £#2. OX (w/w) t&5J:3i:»» 
L. ggjfetffl 1 - 1 JL{tmmm2 - 2 <P?j&(c J: U ftfcffltS I L - 1 8*S 
£«fi«SSfJ-(C»^Lfc«K pH7. 21CISMLT. 1 g§U I L- 
25 1 8*S^SSS^^ 1 m g £ fc 2 S£R © ^ - x h ^ £ ?# . 
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frit LT^mV&Zo 

2o^si:j: y i l — 1 8&<&gi&m.RVMmm.mm£ lt© 

JU 5 >*i^-l:I^L, ?# 6 ft S 4fc 2- ^ & iz L it 0 r *TS£ L T , 
CIA 1 S£ (**J2 O O m g ) g y I L-1 S^^SaSSVJl, 5 > ( B * 

15 UBS : AttSttttlft 

Sa(:Lti<oT, 5iliK© ddy7-?7 (^120^125 g) (C 
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SEQUENCE LISTING 



<110> Kabushiki Kaisha Hayashibara Seibutsu Kagaku Kenkyujo 



< 1 2 0 > Interleukin- 18-binding protein 



<140> PCT/JP98/05186 

< 1 4 1 > 1998- 1 1-18 

<150> JP 247, 588/98 

< 1 5 1 > 1998-09-01 



< 1 5 0> JP 327, 914/98 
< 15 1 > 1998- 1 1 - 18 



<160> 41 



<210> 1 

< 2 1 1 > 164 

< 2 1 2> PRT 

< 2 1 3 > Homo sapiens 



<400> 1 

Thr Pro Val Ser Gin Thr Thr Thr Ala Ala Thr Ala Ser Val Arg Ser 

15 10 15 

Thr Lys Asp Pro Cys Pro Ser Gin Pro Pro Val Phe Pro Ala Ala Lys 

20 25 30 

Gin Cys Pro Ala Leu Glu Val Thr Trp Pro Glu Val Glu Val Pro Leu 

35 40 45 

Asn Gly Thr Leu Ser Leu Ser Cys Val Ala Cys Ser Arg Phe Pro Asn 

50 55 60 

Phe Ser He Leu Tyr Trp Leu Gly Asn Gly Ser Phe He Glu His Leu 
65 70 75 80 

Pro Gly Arg Leu Trp Glu Gly Ser Thr Ser Arg Glu Arg Gly Ser Thr 

85 90 95 

Gly Thr Gin Leu Cys Lys Ala Leu Val Leu Glu Gin Leu Thr Pro Ala 
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100 105 110 

Leu His Ser Thr Asn Phe Ser Cys Val Leu Val Asp Pro Glu Gin Val 

115 120 125 

Val Gin Arg His Val Val Leu Ala Gin Leu Trp Ala Gly Leu Arg Ala 

130 135 140 

Thr Leu Pro Pro Thr Gin Glu Ala Leu Pro Ser Ser His Ser Ser Pro 
145 150 155 160 

Gin Gin Gin Gly 



<210> 2 

< 2 1 1 > 165 

< 2 1 2 > PRT 

< 2 1 3 > Mus musculus 



<400> 2 

Thr Ser Ala Pro Gin Thr Thr Ala Thr Val Leu Thr Gly Ser Ser Lys 

15 10 15 

Asp Pro Cys Ser Ser Trp Ser Pro Ala Val Pro Thr Lys Gin Tyr Pro 

20 25 30 

Ala Leu Asp Val lie Trp Pro Glu Lys Glu Val Pro Leu Asn Gly Thr 

35 40 45 

Leu Thr Leu Ser Cys Thr Ala Cys Ser Arg Phe Pro Tyr Phe Ser He 

50 55 60 

Leu Tyr Trp Leu Gly Asn Gly Ser Phe He Glu His Leu Pro Gly Arg 
65 70 75 80 

Leu Lys Glu Gly His Thr Ser Arg Glu His Arg Asn Thr Ser Thr Trp 

85 90 95 

Leu His Arg Ala Leu Val Leu Glu Glu Leu Ser Pro Thr Leu Arg Ser 

100 105 110 

Thr Asn Phe Ser Cys Leu Phe Val Asp Pro Gly Gin Val Ala Gin Tyr 

115 120 125 

His He lie Leu Ala Gin Leu Trp Asp Gly Leu Lys Thr Ala Pro Ser 

130 135 140 

Pro Ser Gin Glu Thr Leu Ser Ser His Ser Pro Val Ser Arg Ser Ala 
145 150 155 160 

Gly Pro Gly Val Ala 
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165 

<210> 3 
< 2 1 1 > 22 
< 2 1 2 > PRT 

< 2 1 3 > Homo sapiens 
<220> 

<22 1 > UNSURE 
<222> 6. . 8 

< 22 3 > "Xaa" means an unidentified amino 
<220> 

<22 1 > UNSURE 
<222> 11 

< 22 3 > "Xaa" means an unidentified amino 
<220> 

< 22 1 > UNSURE 
<222> 13 

< 22 3 > "Xaa" means an unidentified amino 
<220> 

<221> UNSURE 
<222> 16. . 17 

<223> "Xaa" means an unidentified amino 
<400> 3 

Thr Pro Val Ser Gin Xaa Xaa Xaa Ala Ala 
1 5 10 

Xaa Lys Asp Pro Cys Pro 
20 

<210> 4 
<211> 9 
< 2 1 2> PRT 
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acid. 



acid. 



acid. 



acid. 



Xaa Ala Xaa Val Arg Xaa 
15 



X-mm (MW126) 



WO 00/12555 



PCT/JP98/05186 



< 2 1 3 > Homo sapiens 
<400> 4 

Gly Ser Thr Gly Thr Gin Leu Cys Lys 
1 5 

<210> 5 

<211> 11 

<212> PRT 

< 2 1 3 > Homo sapiens 

<400> 5 

Glu Arg Gly Ser Thr Gly Thr Gin Leu Cys Lys 
1 5 10 

<210> 6 

< 2 1 1 > 8 
<212> PRT 

< 2 1 3 > Homo sapiens 
<400> 6 

Leu Trp Glu Gly Ser Thr Ser Arg 
1 5 

<210> 7 

< 2 1 1 > 15 
<212> PRT 

< 2 1 3 > Homo sapiens 
<220> 

<221> UNSURE 

<222> 6. . 8 

<223> "Xaa" means an unidentified amino acid. 
<220> 

< 22 1 > UNSURE 
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<222> 11 

< 223 > "Xaa" means an unidentified amino acid. 
<220> 

<221> UNSURE 
<222> 13 

<223> "Xaa" means an unidentified amino acid. 
<400> 7 

Thr Pro Val Ser Gin Xaa Xaa Xaa Ala Ala Xaa Ala Xaa Val Arg 
15 10 15 

< 2 1 0> 8 
< 2 1 1 > 23 
<212> PRT 

< 2 1 3 > Homo sapiens 
<220> 

<221> UNSURE 
<222> 14 

< 22 3 > "Xaa" means an unidentified amino acid. 
<220> 

<221> UNSURE 
<222> 17. . 18 

<223> "Xaa" means an unidentified amino acid. 
<400> 8 

His Val Val Leu Ala Gin Leu Trp Ala Gly Leu Arg Ala Xaa Leu Pro 

15 10 15 

Xaa Xaa Gin Glu Ala Leu Pro 
20 

<210> 9 
<211> 10 
<2 1 2 > PRT 
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< 2 1 3 > Homo sapiens 
<220> 

< 22 1 > UNSURE 

<222> 8. . 9 

<223> "Xaa" means an unidentified amino acid. 

<400> 9 

Ala Leu Val Leu Glu Gin Leu Xaa Xaa Ala 
1 5 10 

<210> 10 
< 2 1 1 > 29 

< 2 1 2 > PRT 

< 2 1 3 > Homo sapiens 
<220> 

<221> UNSURE 
<222> 13. . 15 

< 22 3 > "Xaa" means an unidentified amino acid. 
<220> 

<22 I > UNSURE 
<222> 17. . 18 

<223> "Xaa" means an unidentified amino acid. 
<400> 10 

Ala Leu Val Leu Glu Gin Leu Thr Pro Ala Leu His Xaa Xaa Xaa Phe 

15 10 15 

Xaa Xaa Val Leu Val Asp Pro Glu Gin Val Val Gin Arg 
20 25 

<210> 11 

< 2 1 1 > 12 
<212> PRT 

< 2 1 3 > Homo sapiens 
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<220> 

< 22 1 > UNSURE 

<222> 5 

<223> "Xaa" means an unidentified amino acid. 
<220> 

< 22 1 > UNSURE 

<222> 10 

<223> "Xaa" means an unidentified amino acid. 

<400> 11 

Gin Cys Pro Ala Xaa Glu Val Thr Trp Xaa Glu Val 
1 5 10 

<210> 12 

<21 1 > 7 

<212> PRT 

< 2 1 3 > Homo sapiens 

<400> 12 

Trp Glu Gly Ser Thr Ser Arg 
1 5 

<210> 13 

< 2 1 1 > 6 

<212> PRT 

< 2 1 3 > Homo sapiens 

<400> 13 

Leu Val Asp Pro Glu Gin 
1 5 

<210> 14 
<211> 7 
< 2 1 2 > PRT 
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< 2 1 3 > Homo sapiens 
<400> 14 

lie Glu His Leu Pro Gly Arg 
1 5 

<210> 15 

< 2 1 1 > 4 
<212> PRT 

< 2 1 3 > Homo sapiens 

<400> 15 
His Val Val Leu 
1 

<210> 16 
<2 1 1 > 7 
<2 1 2 > PRT 

< 2 1 3 > Homo sapiens 
<400> 16 

Glu Gin Leu Thr Pro Ala Leu 
1 5 

<210> 17 

<2 1 1 > 8 

<212> PRT 

< 2 1 3 > Homo sapiens 

<400> 17 

He Glu His Leu Pro Gly Arg Leu 
1 5 

<210> 18 

< 2 1 1 > 6 
<212> PRT 
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9. 

< 2 1 3 > Homo sapiens 
<220> 

< 22 1 > UNSURE 
<222> 2 

< 223 > "Xaa" means an unidentified amino acid. 
<220> 

< 22 1 > UNSURE 
<222> 5 

<223> "Xaa" means an unidentified amino acid. 
<400> 18 

Tyr Xaa Leu Gly Xaa Gly 
1 5 

<210> 19 

< 2 1 1 > 4 

<212> PRT 

< 2 1 3 > Homo sapiens 

<400> 19 
Phe Pro Asn Phe 
1 

<210> 20 
<211> 8 
<212> PRT 

< 2 1 3 > Homo sapiens 
<220> 

< 22 1 > UNSURE 
<222> 2 

< 22 3 > "Xaa" means an unidentified amino acid. 
<220> 
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<221> UNSURE 
<222> 5 

<223> "Xaa" means an unidentified amino acid. 
<220> 

< 22 1 > UNSURE 
<222> 7 

< 22 3 > "Xaa" means an unidentified amino acid. 
<400> 20 

Tyr Xaa Leu Gly Xaa Gly Xaa Phe 
1 5 

< 2 1 0 > 21 

< 2 1 1 > 7 
<212> PRT 

< 2 1 3 > Homo sapiens 
<220> 

< 22 1 > UNSURE 

<222> 4. . 5 

< 223 > "Xaa" means an unidentified amino acid. 

<400> 21 

Glu Val Thr Xaa Xaa Glu Val 
1 5 

< 2 1 0> 22 

< 2 1 1 > 8 

< 2 1 2> PRT 

< 2 1 3 > Homo sapiens 
<220> 

<221> UNSURE 
<222> 2 

<223> "Xaa" means an unidentified amino acid. 
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<220> 

<221> UNSURE 

<222> 5 

< 22 3 > "Xaa" means an unidentified amino acid. 
<220> 

<221> UNSURE 

<222> 7 

< 223 > "Xaa" means an unidentified amino acid. 

<400> 22 

Tyr Xaa Leu Gly Xaa Gly Xaa Phe 
1 5 

<210> 23 
<211> 11 
<212> PRT 

< 2 1 3 > Homo sapiens 
<220> 

<221> UNSURE 
<222> 1..2 

< 22 3 > "Xaa" means an unidentified amino acid. 
<220> 

<221> UNSURE 
<222> 5. .6 

< 223 > "Xaa" means an unidentified amino acid. 
<400> 23 

Xaa Xaa Val Ala Xaa Xaa Arg Phe Pro Asn Phe 
1 5 10 

<210> 24 
<211> 8 
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<212> PRT 

< 2 1 3 > Mus musculus 

<400> 24 

Leu Lys Glu Gly His Thr Ser Arg 
1 5 

<210> 25 

< 2 1 1 > 11 

< 2 1 2 > PRT 

< 2 1 3 > Mus musculus 
<220> 

< 22 1 > UNSURE 

<222> 4 

<223> "Xaa" means an unidentified amino acid. 

<400> 25 

Glu His Arg Xaa Thr Ser Thr Trp Leu His Arg 
1 5 10 

<210> 26 

< 2 1 1 > 10 

< 2 1 2 > PRT 

< 2 1 3 > Mus musculus 
<220> 

< 22 1 > UNSURE 

<222> 4 

<223> "Xaa" means an unidentified amino acid. 
<220> 

<221> UNSURE 

<222> 8 

< 22 3 > "Xaa" means an unidentified amino acid. 
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<400> 26 

Glu His Arg Xaa Thr Ser Thr Xaa Leu His 
15 10 

< 21 0> 27 

< 2 1 1 > 13 
<212> PRT 

< 2 1 3 > Mus musculus 
<220> 

<221> UNSURE 
<222> 1..8 

< 22 3 > "Xaa" means an unidentified amino acid. 
<400> 27 

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Ala Val Pro Thr Lys 
1 5 10 

<210> 28 

< 2 1 1 > 12 
<212> PRT 

< 2 1 3 > Mus musculus 

<400> 28 

Ala Leu Val Leu Glu Glu Leu Ser Pro Thr Leu Arg 
1 5 10 

<210> 29 

<211> 7 

< 21 2> PRT 

< 2 1 3 > Mus musculus 

<400> 29 

He Glu His Leu Pro Gly Arg 
1 5 
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<210> 30 

<211> 6 

<2 1 2 > PRT 

< 2 1 3 > Hus musculus 
<220> 

<221> UNSURE 

<222> 1 

<223> "Xaa" means an unidentified amino acid. 

<400> 30 

Xaa Asp Gly Leu Lys Thr 
1 5 

<210> 31 
<211> 4 
<212> PRT 

< 2 1 3 > Hus musculus 

<400> 31 
His He He Leu 
1 

<210> 32 
<211> 492 
<212> DNA 

< 2 1 3 > Homo sapiens 
<220> 

<221> mat peptide 
<222> 1..492 

<400> 32 

aca cct gtc teg cag acc acc aca get gec act gec tea gtt aga age 48 

Thr Pro Val Ser Gin Thr Thr Thr Ala Ala Thr Ala Ser Val Arg Ser 
15 10 15 
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aca aag gac ccc tgc ccc tec cag ccc cca gtg ttc cca gca get aag 96 
Thr Lys Asp Pro Cys Pro Ser Gin Pro Pro Val Phe Pro Ala Ala Lys 
20 25 30 

cag tgt cca gca ttg gaa gtg acc tgg cca gag gtg gaa gtg cca ctg 144 
Gin Cys Pro Ala Leu Glu Val Thr Trp Pro Glu Val Glu Val Pro Leu 
35 40 45 

aat gga acg ctg age tta tec tgt gtg gee tgc age cgc ttc ccc aac 192 
Asn Gly Thr Leu Ser Leu Ser Cys Val Ala Cys Ser Arg Phe Pro Asn 
50 55 60 

ttc age ate etc tac tgg ctg ggc aat ggt tec ttc att gag cac etc 240 
Phe Ser He Leu Tyr Trp Leu Gly Asn Gly Ser Phe He Glu His Leu 
65 70 75 80 

cca ggc cga ctg tgg gag ggg age acc age egg gaa cgt ggg age aca 288 
Pro Gly Arg Leu Trp Glu Gly Ser Thr Ser Arg Glu Arg Gly Ser Thr 
85 90 95 

ggt acg cag ctg tgc aag gee ttg gtg ctg gag cag ctg acc cct gee 336 
Gly Thr Gin Leu Cys Lys Ala Leu Val Leu Glu Gin Leu Thr Pro Ala 
100 105 110 

ctg cac age acc aac ttc tec tgt gtg etc gtg gac cct gaa cag gtt 384 
Leu His Ser Thr Asn Phe Ser Cys Val Leu Val Asp Pro Glu Gin Val 
115 120 125 

gtc cag cgt cac gtc gtc ctg gee cag etc tgg get ggg ctg agg gca 432 
Val Gin Arg His Val Val Leu Ala Gin Leu Trp Ala Gly Leu Arg Ala 
130 135 140 

acc ttg ccc ccc acc caa gaa gee ctg ccc tec age cac age agt cca 480 
Thr Leu Pro Pro Thr Gin Glu Ala Leu Pro Ser Ser His Ser Ser Pro 
145 150 155 160 
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cag cag cag ggt 492 
Gin Gin Gin Gly 

<210> 33 
<211> 495 
<212> DNA 

< 2 1 3 > Mus musculus 
<220> 

< 22 1 > mat peptide 
<222> 1..495 

<400> 33 

aca tct gca cct cag aca act gcc act gtc tta act gga age tea aaa 48 

Thr Ser Ala Pro Gin Thr Thr Ala Thr Val Leu Thr Gly Ser Ser Lys 
15 10 15 

gac cca tgc tct tec tgg tct cca gca gtc cca act aag cag tac cca 96 
Asp Pro Cys Ser Ser Trp Ser Pro Ala Val Pro Thr Lys Gin Tyr Pro 
20 25 30 

gca ctg gat gtg att tgg cca gaa aaa gaa gtg cca ctg aat gga act 144 
Ala Leu Asp Val He Trp Pro Glu Lys Glu Val Pro Leu Asn Gly Thr 
35 40 45 

ctg acc ttg tec tgt act gcc tgc age cgc ttc ccc tac ttc age ate 192 
Leu Thr Leu Ser Cys Thr Ala Cys Ser Arg Phe Pro Tyr Phe Ser He 
50 55 60 

etc tac tgg ctg ggc aat ggt tec ttc att gag cac ctt cca ggc egg 240 
Leu Tyr Trp Leu Gly Asn Gly Ser Phe He Glu His Leu Pro Gly Arg 
65 70 75 80 

ctg aag gag ggc cac aca agt cgc gag cac agg aac aca age acc tgg 288 
Leu Lys Glu Gly His Thr Ser Arg Glu His Arg Asn Thr Ser Thr Trp 
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85 90 95 

ctg cac agg gcc ttg gtg ctg gaa gaa ctg age ccc acc eta cga agt 336 

Leu His Arg Ala Leu Val Leu Glu Glu Leu Ser Pro Thr Leu Arg Ser 

100 105 110 



384 



432 



acc aac ttc tec tgt ttg ttt gtg gat cct gga caa gtg gcc cag tat 

Thr Asn Phe Ser Cys Leu Phe Val Asp Pro Gly Gin Val Ala Gin Tyr 
115 120 125 

cac ate att ctg gcc cag etc tgg gat ggg ttg aag aca get ccg tec 

His He lie Leu Ala Gin Leu Trp Asp Gly Leu Lys Thr Ala Pro Ser 

130 135 140 



cct tct caa gaa acc etc tct age cac age cca gta tec aga tea gca 480 
Pro Ser Gin Glu Thr Leu Ser Ser His Ser Pro Val Ser Arg Ser Ala 
145 150 155 160 

ggc cca ggg gtt gca 495 
Gly Pro Gly Val Ala 
165 

<210> 34 
< 2 1 1 > 411 
<212> DNA 

< 2 1 3 > Homo sapiens 
<400> 34 

aca cct gtc teg cag acc acc aca get gcc act gcc tea gtt aga age 48 
Thr Pro Val Ser Gin Thr Thr Thr Ala Ala Thr Ala Ser Val Arg Ser 
15 10 15 

aca aag gac ccc tgc ccc tec cag ccc cca gtg ttc cca gca get aag 96 
Thr Lys Asp Pro Cys Pro Ser Gin Pro Pro Val Phe Pro Ala Ala Lys 
20 25 30 
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cag tgt cca gca ttg gaa gtg acc tgg cca gag gtg gaa gtg cca ctg 144 
Gin Cys Pro Ala Leu Glu Val Thr Trp Pro Glu Val Glu Val Pro Leu 
35 40 45 

aat gga acg ctg age tta tec tgt gtg gec tgc age cgc ttc ccc aac 192 
Asn Gly Thr Leu Ser Leu Ser Cys Val Ala Cys Ser Arg Phe Pro Asn 
50 55 60 

ttc age ate etc tac tgg ctg ggc aat ggt tec ttc att gag cac etc 240 
Phe Ser lie Leu Tyr Trp Leu Gly Asn Gly Ser Phe He Glu His Leu 
65 70 75 80 

cca ggc cga ctg tgg gag ggg age acc age egg gaa cgt ggg age aca 288 
Pro Gly Arg Leu Trp Glu Gly Ser Thr Ser Arg Glu Arg Gly Ser Thr 
85 90 95 

ggt acg cag ctg tgc aag gee ttg gtg ctg gag cag ctg acc cct gee 336 
Gly Thr Gin Leu Cys Lys Ala Leu Val Leu Glu Gin Leu Thr Pro Ala 
100 105 110 

ctg cac age acc aac ttc tec tgt gtg etc gtg gac cct gaa cag gtt 384 
Leu His Ser Thr Asn Phe Ser Cys Val Leu Val Asp Pro Glu Gin Val 
115 120 125 

gtc cag cgt cac gtc gtc ctg gec cag 411 
Val Gin Arg His Val Val Leu Ala Gin 
130 135 

<210> 35 
<211> 216 
<212> DNA 

< 2 1 3 > Homo sapiens 
<400> 35 

tgtgtgactg gagaagagga cgttgtcaca gataaagagc caggctcacc agctcctgac 60 
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gcatgcatc atg acc atg aga cac aac tgg aca cca gac etc age cct ttg 111 
Met Thr Met Arg His Asn Trp Thr Pro Asp Leu Ser Pro Leu 
1 5 10 

tgg gtc ctg etc ctg tgt gec cac gtc gtc act etc ctg gtc aga gec 159 
Trp Val Leu Leu Leu Cys Ala His Val Val Thr Leu Leu Val Arg Ala 
15 20 25 30 

aca cct gtc teg cag acc acc aca get gee act gee tea gtt aga age 207 
Thr Pro Val Ser Gin Thr Thr Thr Ala Ala Thr Ala Ser Val Arg Ser 
35 40 45 

aca aag gac 216 
Thr Lys Asp 

<2 1 0 > 36 
< 2 1 1 > 234 
<212> DNA 

< 2 1 3 > Homo sapiens 
<400> 36 

ttc tec tgt gtg etc gtg gac cct gaa cag gtt gtc cag cgt cac gtc 48 
Phe Ser Cys Val Leu Val Asp Pro Glu Gin Val Val Gin Arg His Val 
15 10 15 

gtc ctg gec cag etc tgg get ggg ctg agg gca acc ttg ccc ccc acc 96 
Val Leu Ala Gin Leu Trp Ala Gly Leu Arg Ala Thr Leu Pro Pro Thr 
20 25 30 

caa gaa gec ctg ccc tec age cac age agt cca cag cag cag ggt 141 
Gin Glu Ala Leu Pro Ser Ser His Ser Ser Pro Gin Gin Gin Gly 
35 40 45 

taagactcag cacagggcca gcagcagcac aaccttgacc agagcttggg tcctacctgt 201 

ctacctggag tgaacagtcc ctgactgcct gta 234 
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<210> 37 
< 2 1 1 > 744 
< 2 1 2> DNA 

< 2 1 3 > Homo sapiens 
<220> 

< 22 1 > mat peptide 
<222> 160. . 651 

<400> 37 

tgtgtgactg gagaagagga cgttgtcaca gataaagagc caggctcacc agctcctgac 60 

gcatgcatc atg acc atg aga cac aac tgg aca cca gac etc age cct ttg 111 
Met Thr Met Arg His Asn Trp Thr Pro Asp Leu Ser Pro Leu 
-30 -25 -20 

tgg gtc ctg etc ctg tgt gec cac gtc gtc act etc ctg gtc aga gec 159 
Trp Val Leu Leu Leu Cys Ala His Val Val Thr Leu Leu Val Arg Ala 
-15 -10 -5 

aca cct gtc teg cag acc acc aca get gec act gec tea gtt aga age 207 
Thr Pro Val Ser Gin Thr Thr Thr Ala Ala Thr Ala Ser Val Arg Ser 
15 10 15 

aca aag gac ccc tgc ccc tec cag ccc cca gtg ttc cca gca get aag 255 
Thr Lys Asp Pro Cys Pro Ser Gin Pro Pro Val Phe Pro Ala Ala Lys 
20 25 30 

cag tgt cca gca ttg gaa gtg acc tgg cca gag gtg gaa gtg cca ctg 303 
Gin Cys Pro Ala Leu Glu Val Thr Trp Pro Glu Val Glu Val Pro Leu 
35 40 45 

aat gga acg ctg age tta tec tgt gtg gec tgc age cgc ttc ccc aac 351 
Asn Gly Thr Leu Ser Leu Ser Cys Val Ala Cys Ser Arg Phe Pro Asn 
50 55 60 
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ttc age ate etc tac tgg ctg ggc aat ggt tec ttc att gag cac etc 399 
Phe Ser lie Leu Tyr Trp Leu Gly Asn Gly Ser Phe lie Glu His Leu 
65 70 75 80 

cca ggc cga ctg tgg gag ggg age ace age egg gaa cgt ggg age aca 447 
Pro Gly Arg Leu Trp Glu Gly Ser Thr Ser Arg Glu Arg Gly Ser Thr 
85 90 95 

ggt acg cag ctg tgc aag gee ttg gtg ctg gag cag ctg ace cct gee 495 
Gly Thr Gin Leu Cys Lys Ala Leu Val Leu Glu Gin Leu Thr Pro Ala 
100 105 110 

ctg cac age acc aac ttc tec tgt gtg etc gtg gac cct gaa cag gtt 543 
Leu His Ser Thr Asn Phe Ser Cys Val Leu Val Asp Pro Glu Gin Val 
115 120 125 

gtc cag cgt cac gtc gtc ctg gec cag etc tgg get ggg ctg agg gca 591 
Val Gin Arg His Val Val Leu Ala Gin Leu Trp Ala Gly Leu Arg Ala 
130 135 140 

acc ttg ccc ccc acc caa gaa gec ctg ccc tec age cac age agt cca 639 
Thr Leu Pro Pro Thr Gin Glu Ala Leu Pro Ser Ser His Ser Ser Pro 
145 150 155 160 

cag cag cag ggt taagactcag cacagggcca gcagcagcac aaccttgacc 691 
Gin Gin Gin Gly 

agagcttggg tcctacctgt ctacctggag tgaacagtcc ctgactgcct gta 744 

<210> 38 

<211> 351 

<212> DNA 

< 2 1 3 > Mus musculus 

<400> 38 
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gaa ctg age ccc acc eta cga agt acc aac ttc tec tgt ttg ttt gtg 
Glu Leu Ser Pro Thr Leu Arg Ser Thr Asn Phe Ser Cys Leu Phe Val 
85 90 95 

gat cct gga caa gtg gec cag tat cac ate att ctg gee cag etc tgg 
Asp Pro Gly Gin Val Ala Gin Tyr His He He Leu Ala Gin Leu Trp 
100 105 HO 

gat ggg ttg aag aca 
Asp Gly Leu Lys Thr 
115 

<210> 39 
< 2 1 1 > 336 
<212> DNA 

< 2 1 3 > Mus musculus 



96 



144 



gca gtc cca act aag cag tac cca gca ctg gat gtg att tgg cca gaa 48 

Ala Val Pro Thr Lys Gin Tyr Pro Ala Leu Asp Val He Trp Pro Glu 

1 5 10 15 

aaa gaa gtg cca ctg aat gga act ctg acc ttg tec tgt act gec tgc 

Lys Glu Val Pro Leu Asn Gly Thr Leu Thr Leu Ser Cys Thr Ala Cys 

20 25 30 

age cgc ttc ccc tac ttc age ate etc tac tgg ctg ggc aat ggt tec 

Ser Arg Phe Pro Tyr Phe Ser He Leu Tyr Trp Leu Gly Asn Gly Ser 

35 40 45 

ttc att gag cac ctt cca ggc egg ctg aag gag ggc cac aca agt cgc 

Phe He Glu His Leu Pro Gly Arg Leu Lys Glu Gly His Thr Ser Arg 

50 55 60 

gag cac agg aac aca age acc tgg ctg cac agg gee ttg gtg ctg gaa 240 

Glu His Arg Asn Thr Ser Thr Trp Leu His Arg Ala Leu Val Leu Glu 

65 70 75 80 



192 



288 



336 



351 
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<400> 39 

ctgagcctta gagctccaag aagctattcg gggcttagga gccagaagct gactgctgcc 60 

tgcccttccc agaaggaggc tggcaagctg gcaaacggac tgttgcttcc cagaggaagt 120 

cacagacacc agacttgctt gcaagtcatc atg acc atg aga cac tgc tgg aca 174 

Met Thr Met Arg His Cys Trp Thr 
1 5 

gca ggc ccc agt tct tgg tgg gtc ctg ctt ttg tat gtc cat gtc att 222 
Ala Gly Pro Ser Ser Trp Trp Val Leu Leu Leu Tyr Val His Val lie 
10 15 20 

ttg gcc aga gcc aca tct gca cct cag aca act gcc act gtc tta act 270 
Leu Ala Arg Ala Thr Ser Ala Pro Gin Thr Thr Ala Thr Val Leu Thr 
25 30 35 40 

gga age tea aaa gac cca tgc tct tec tgg tct cca gca gtc cca act 318 
Gly Ser Ser Lys Asp Pro Cys Ser Ser Trp Ser Pro Ala Val Pro Thr 
45 50 55 

aag cag tac cca gca ctg 336 
Lys Gin Tyr Pro Ala Leu 
60 

<210> 40 
<211> 253 
<212> DNA 

< 2 1 3 > Mus musculus 
<400> 40 

gat cct gga caa gtg gcc cag tat cac ate att ctg gcc cag etc tgg 48 
Asp Pro Gly Gin Val Ala Gin Tyr His He He Leu Ala Gin Leu Trp 
15 10 15 
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gat ggg ttg aag aca get ccg tec cct tct caa gaa acc etc tct age 96 
Asp Gly Leu Lys Thr Ala Pro Ser Pro Ser Gin Glu Thr Leu Ser Ser 
20 25 30 

cac age cca gta tec aga tea gca ggc cca ggg gtt gca taaagecaac 145 
His Ser Pro Val Ser Arg Ser Ala Gly Pro Gly Val Ala 
35 40 45 

cacaccatga ccttgaccag agcctggctc tcatctacct ggagggtgga gtctacacca 205 

taggctgtga ttgectttet getgetgaac ctcaaactca agcttcac 253 

<210> 41 
<211> 847 
<212> DNA 

< 2 1 3 > Mus rousculus 
<220> 

< 22 1 > mat peptide 
<222> 235. . 729 

<400> 41 

ctgagectta gagctccaag aagctattcg gggcttagga gecagaaget gactgctgcc 60 

tgcccttccc agaaggaggc tggcaagctg geaaaeggae tgttgcttcc cagaggaagt 120 

cacagacacc agacttgett gcaagtcatc atg acc atg aga cac tgc tgg aca 174 

Met Thr Met Arg His Cys Trp Thr 
-25 

gca ggc ccc agt tct tgg tgg gtc ctg ctt ttg tat gtc cat gtc att 222 
Ala Gly Pro Ser Ser Trp Trp Val Leu Leu Leu Tyr Val His Val He 
-20 -15 -10 -5 

ttg gec aga gec aca tct gca cct cag aca act gec act gtc tta act 270 
Leu Ala Arg Ala Thr Ser Ala Pro Gin Thr Thr Ala Thr Val Leu Thr 
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1 5 10 

gga age tea aaa gac cca tgc tct tec tgg tct cca gca gtc cca act 318 
Gly Ser Ser Lys Asp Pro Cys Ser Ser Trp Ser Pro Ala Val Pro Thr 
15 20 25 

aag cag tac cca gca ctg gat gtg att tgg cca gaa aaa gaa gtg cca 366 
Lys Gin Tyr Pro Ala Leu Asp Val He Trp Pro Glu Lys Glu Val Pro 
30 35 40 

ctg aat gga act ctg acc ttg tec tgt act gec tgc age cgc ttc ccc 414 
Leu Asn Gly Thr Leu Thr Leu Ser Cys Thr Ala Cys Ser Arg Phe Pro 
45 50 55 60 

tac ttc age ate etc tac tgg ctg ggc aat ggt tec ttc att gag cac 462 
Tyr Phe Ser He Leu Tyr Trp Leu Gly Asn Gly Ser Phe He Glu His 
65 70 75 

ctt cca ggc egg ctg aag gag ggc cac aca agt cgc gag cac agg aac 510 
Leu Pro Gly Arg Leu Lys Glu Gly His Thr Ser Arg Glu His Arg Asn 
80 85 90 

aca age acc tgg ctg cac agg gee ttg gtg ctg gaa gaa ctg age ccc 558 
Thr Ser Thr Trp Leu His Arg Ala Leu Val Leu Glu Glu Leu Ser Pro 
95 100 105 

acc eta cga agt acc aac ttc tec tgt ttg ttt gtg gat cct gga caa 606 
Thr Leu Arg Ser Thr Asn Phe Ser Cys Leu Phe Val Asp Pro Gly Gin 
110 115 120 

gtg gee cag tat cac ate att ctg gee cag etc tgg gat ggg ttg aag 654 
Val Ala Gin Tyr His He He Leu Ala Gin Leu Trp Asp Gly Leu Lys 
125 130 135 140 

aca get ccg tec cct tct caa gaa acc etc tct age cac age cca gta 702 
Thr Ala Pro Ser Pro Ser Gin Glu Thr Leu Ser Ser His Ser Pro Val 
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145 150 155 

tec aga tea gca ggc cca ggg gtt gca taaagecaac cacaccatga 749 
Ser Arg Ser Ala Gly Pro Gly Val Ala 
160 165 

ccttgaccag agcctggctc tcatctacct ggagggtgga gtctacacca taggctgtga 809 

ttgectttet getgetgaac ctcaaactca agcttcac 847 
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